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TI Linomide, a novel immunomodulator that prevents death in four 

models of septic shock 
AU Gonzalo, Jose ANgel; Gonzalez -Garcia, Ana; Kalland, Terje; Hedlund, 

Gunnar; Martinez-A., Carlos; Kroemer, Guido 
CS Cent. Biol. Mol . , Univ. Auton , , Madrid, E-28049, Spain 
SO European Journal of Immunology (1993), 23(9), 2372-4 

CODEN: EJIMAF; ISSN: 0014-2980 
DT Journal 
LA English 

AB I. v. injections of 50 .mu.g Staphylococcus aureus enterotoxin B (SEB) or 
bacterial lipopolysaccharides (LPS) are lethal, provided that mice are 
simultaneously sensitized with either M-galactosamine (GalN) or the 
anti-glucocorticoid RU-38486. Similar to the synthetic glucocorticoid 
(GC) receptor agonist dexamethasone , Pharmacol, doses of the 
immunomodulator linomide (quinoline-3 -carboxamide) prevent death 
in all 4 models of lethal septic shock (LPS + GalN, LPS + Ru-38486, SEB + 
GalN, and SEB + RU-38486) and inhibit the secretion of tumor necrosis 
factor, one of the major intermediate effector mols. of SEB and LPS 
toxicity. In this system, cyclosporine A (CsA) , although effective in 
suppressing SEB toxicity, fails to counteract the lethal effect of LPS. 
This observation, together with the fact that linomide acts in the 
presence of excess amts. of GC receptor antagonist, indicates that 
linomide functions in a different way to that of known 
immunosuppressive agents like CsA and GC . 
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TI Biologically active polypeptides based on transforming growth 
factor- .beta. (TGF-.beta.) sequences, and their use as 
immunosuppressive agents and antiinflammatory agents 

IN Burnier, John A.; Cianciolo, George J. 

PA Genentech, Inc., USA 

SO PCT Int, Appl., 47 pp. 
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AB The title polypeptides exclude (a) a full-length mature TGF-.beta. mol . or 
precursor TGF-.beta. mol. or deletion variants of mature or precursor 
TGF-.beta. mols. in which from about 1 to 10 amino acid residues have been 
deleted, (b) a polypeptide of the sequence: Cys-Val-Arg-Gln-Leu-Tyr-IIe- 
Asp-Phe-Arg-Lys-Asp-Leu-Gly-Trp-Lys, and (c) polypeptide of the sequence: 
Arg-Asn-Leu-Glu-Glu-Asn-Cys-Cys-Val-Arg-Pro-Leu-Tyr-IIe-Asp-Phe-Arg-Gln- 
Asp-Leu, said polypeptides comprising amino acid sequences that are based 
on conserved sequences in the family of TGF-.beta. mols. Such 
polypeptides are particularly useful therapeutically as 
immunosuppressive agents when coupled to carrier proteins or 
crosslinked to form polymers. Thus, an albumin conjugate of a peptide of 
the invention inhibited proliferation of cultured mink lung cells, 
stimulated PGE2 prodn. from fibroblasts, blocked binding of radiolabeled 
TGF-.beta. to its receptor, inhibited proliferation of human lymphocytes 
m response to tetanus toxoid or other species, and inhibited human 
monocyte chemotactic response. The peptide conjugate was also effective 
m redn. of incidence of type II collagen- induced arthritis in mice. 
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TI Preparation of O- [[ (phenylcyanoalkyl ) amino] alkyl] benzene derivatives as 
immunosuppressants 

IN Liang, Chi Dean; McKearn, John P.; Farah, John M. , Jr.; Mueller, Richard 
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PA Searle, G. D. , and Co., USA 
SO Eur. Pat. Appl . , 3 6 pp. 
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AB The title compds. [I; m = 1, 2; n = 1-5; Rl =: H, {hydroxy ) alkyl , 

cycloalkyl, cycloalkylalkyl , alkoxyalkyl, alkenyl , alkynyl; R6 = alkyl; 
R8-R10, R12-R16 = H, OH, (hydroxy) alkyl , alkoxy, alkenyl, alkynyl, 
alkylcarbonyl, alkoxycarbonyl , alkylcarbonylalkenyl , alkylaminocarbonyl , 
alkoxyalkyl; provided that at least one R12 and R16 is selected from 
groups other than H] , useful for treatment of autoimmune or inflammatory 
diseases, are prepd. Thus, 2.6 g Pd{0Ac)2 was added to 4 . 8 g verapamil in 
benzene and the mixt . was stirred at room temp, for 3 days, flushed with 
CO, MeOH added, and after 4 h 1.5 equiv Et3N was added to give 2.2 g I (m 
= 2, n = 3, Rl =: Me, R6 - CHMe2 , R8 - R12 = R15 = H, R9 = RIO = R13 = R14 
= MeO, R16 = C02Me) which was converted into the citric acid salt (II) . 
II in vitro suppressed Con A-stimulated proliferation of T-cells in spleen 
cell harvested from female mice with IC50 of 7.1 .mu.M. Approx 40 I were 
prepd. 
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TI Peptide T and related peptides in the treatment of inflammation, including 

multiple sclerosis 
IN Andersen, Anders Joergen; Aston, Roger; Carlen, Peter Louis; Doob, 

Penelope Reed; Macfadden, Douglas Kevin; Phipps, David James; Rathjen, 

Deborah; Widmer, Fred 
PA Peptide Technology Ltd., Australia; Drug Royalty Corp. 
SO PCT Int. Appl., 94 pp. 
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AB Peptide T (ASTTTNYT; from HIV glycoprotein gpl20, involved in binding to 
CD4 antigen) and its linear or cyclic analogs and derivs . are useful in 
the treatment or prevention of inflammation, multiple sclerosis, 
myelopathies (including HTLV-l virus -assocd . myelopathy), and symptoms and 
diseases assocd. with chronic immune activation (e.g. chronic fatigue 
syndrome, toxic shock, etc.). Peptide T and analogs were used in the 
treatment of patients with HTLV-l myelopathy, multiple sclerosis, and 
arthritis, etc. 
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TI Prevention and treatment of septic shock with an 

immunosuppressant, especially cyclosporin 
IN Chedid, Louis; Bahr, Georges; Lefrancier, Pierre 
PA Vacsyn SA, Fr. 
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AB Immunosuppressants (e.g. cyclosporin A or FK 506) are used for 
the prepn. of medicaments for the prevention or treatment of 
clin. manifestations of septic shock in humans. Efficacy of 
cyclsporin A was demonstrated with an animal model of endotoxic shock. 
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